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T (Burden DAe>x Biochemica et Biophysica . 

Acta. 1400:173-184. 1998) o mmt^ Tjiit^^j mm\y^)\^^mmt ^ Y 

CO 0 5 4] 
[00 5 5] 

i\!i(Di-y h^y>ti^^^ (Baguley BCe>. Biochemica et Biophysica Acta 1400 
:213-222, 1998; Burden D6. Biochemica et Biophysica Acta. 1400:139-154, 



(23) If* 2003-525243 

1998; Felix CA. Biochemica et Biophysica Acta, 1400:237-255, 1998) o fS 

. 10 liU^m-^^itiSit A. iiK^m±mm-^ nr. c<Dmm^o±-vit±m(Dmmt)^ 
(Dm^timT-r^^t^Tikto in vivoT^OiS^/^=l>'^D^tffl^i^ m^mM^it 

-^m^-^mfSmmf^CtltC^O^m-^n^ (Vannl Ae. Mutation Research, 
401:55-63, 1998; Wuerzberger SM. Cancer Research, 58:1876-1885, 1998; Ch 
au YP, Free Radical Biology and Medicine, 24:660-670, 1998) o 
[00 56] 

■ormmmr^^nmm (iommj;^)^^^) :^mm.m^L\c. m^mmmmm&x^m 

M'r^^<(Ofi^/^n:ymmiWn'^-^riX\^^^ Satta^ r/3^/^n 

l^. mm'ey'Mz.t5\<y:^mmW<D^J^h'^^} J. Med Chem. 27. p990-994, 198 

cttimiE>nri>:^o *f§B^ii. ^^mi^mm^^mt arable h:^^^v?i^-^ 

[00 5 7] 

-yy. y^^j]y\£iyy. x^B.y. ^^y^y^^^i^y cm^i^s A74932) . 

m:iFy. y^\£:t^yy. RP60475F. SN22995. \£7.y^:t^Vlf^'^iyyKRVl59t 
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[0 0 5 8] 

^ ^^^^LT^/ctiiB^tC^enri/^^S^fmb-a-l^?/) (Watabe. M.e>, (1 

997) Cell Growth and Differentiation 8(8) :871-879>&#H^) o y^rU^^ 

^tlTl/^S (Lee, D.Y.e>^ (1996) Life Sciences 60(2):i27-134^#Bg) o 
[0 0 5 9] 

TV^^So -r^Sr^^-^. jSti$i*fflJia^#£?i*^ffitt^Bt^ftl m^liS.. SM^. :$^*46^ 
UttMgPU'i/'T^) S5tlt^i:*f€B^(Dh>i?-rvy^— Ir-r^/livr^J^- 
[0 0 6 0] 

Pfl§rS14^±^^-l=!:^cli:>?)W^;^nTi/^:S/ci6Tfe§ (Holden, S.A. (1995) 
Cancer Chemotherapy and Pharmacology 36(2): 165-71) „ 
[0 0 6 1] 



(25) #82003-5252 

m^trii^mm^Ktuxr. iA^^4^uv-*if* mxi£. $^^^7^m^ 

^^^mm.m(Di^miCit. yjly^^y. ■if^^>'. y'^fy^ -lr;l/n~X. 

3b^^^S (^>UitbT. ilium. L., Davids, S.S. (ij®) T^JSI 
^t»j^^tC*5tt§3}^'J'^— J s Wright, Bristol., 1987; Arshady, J. Control 1 

ed Release 17:1-22, 1991; Pitt. Int. J. Phar. 59:173-196, 1990; Holland 
e>. J. Controlled Release 4:155-0180, 1986) o ^^^T^Mi^^-V (DiXmmiCli^ 

-rn>.i?Uv— , ;}?Ux^V>7^1/:7^U— F, .1?U:ii^UV4o^t>M?U (^^ 

n>i?U^-, <^J;^J^^i?U (ai^L^^-Men/l/) (40%5gi|^) . (D,L-?L 

>') . O'iUu^^hy) . .i^UT>HFUF\ >i^U (??7:/n^^ F >') ^ 

-^TcDMfttf*^ n>^i>^^y-F*5a;mg^tl^^t?o 
[0 0 6 2] 

. 7.^y. ti-f^jx^^ y^)VL,^ -^-XF. y;K x:/ix-. rS^l^tJx 43ci:t/n 

-'T^y^^mt'^m^mr^mMmm.^^tS mx\>£. Coodelie^ Am J. Hosp. 
Pharm. 43:1454-1461, 1986; LangerB. r.i?U V— *^e<Dg;^^''?cD$iJMi±l 



(26) 2003-5252 4 3 

J s Biomedical polymers. Polymeric materials and pharmaceuticals for bio 
medical use, Goldberg, E.P. , Nakagim, A. (M) T ti^^y ^'f\y7>, (Academ 
ic Press) . pp. 113-137, 1980; Rhine6. J. Pharm. Sci. 69:265-270, 1980; 
Browne>. J. Pharm. Sci. 72:1181-1185, 1983; :feJ;t;Bawae). J. Controlled 
Release 1:259-267. 1985^#P.?J « Ms^JEH^tt. 4"° U 'N'-^'tCrg^^n. %t 

[0 0 6 31 

r \ i;j.±cDffii}^^m'?^mth~r^'Z-mt)^^^o m^ii. 10%. 20%, ^rcit25% 
^fgttj iriikmms^^mm^-^ti^o ^(d^^^ mmmihA mmmt. ^^m 

(l^l^'^T^^o m(DmmmmiC:Bh^r. l%(w/v)*?^cr»JfLii^ffl?^7~10SP^ 
[0064] 

«><fci\ m^i£^^^ff^<Drci!bic^m^n^^. m^^mm^^^. 15—500 /im. 

$f^L<{i 15—200 :fe<fcr/gfe$f*L<{i25— 150/iin<Dl5S/h^T\ mmt^ 
o ^<D,fc-5^X:/U— JuWji^^X (^J^ifO.l^im— 3/im. lO/xm- 30^10 
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[0 0 6 5] 

Mm^(Dm^(orcit>K^ :^mn(Dm.0^mm^it. i^ng^^ift^i^uT- m^i£. 
CARBOPOL mmmm) (D^o^yf^vy^v^vm. ^r^xh^i^. \^yjvu>^m. 

y^U^^^V\y~h. ^fc^t-r'yy^y (LeYungi: Robinson, J of Controlled Re 
1. 5:223, 1988^#M) > ^fclti- y h ^VcDzK'^^cDm^bm (^^iJtilOV^T 
li. Kreuter J. Controlled Release 16:169-176, 1991: Couvreur^Vanthier, 
J. Controlled Release 17:187-198. 1991) fpicmKijl^tSCtti^X^^^o 
[0 0 6 6] 

iSiSrs mxi:S4Q'x:. 45*c. sor. ssr. ^fciisot:) XHtm.i^'V^K>. S'joraa 

[0 0 6 7] 

[0 0 6 8] 

*I^I<^>ff^> ^6iC$f*L<{i0.75nim^fc{i0.5fflm*?S. :|3<J;0'S?>§F^ b < «5 
00/im*il~25/imcDjp^T^fe^o ^Ocfc ^ ^y'^'yl/Ati^f^ L < (i. ^$f>5:?|^ 

(^Jx.ii\ 50N/cm' J;»):^#<. $f*L < .{ilOON/cm' <i; D;^^ < ^ ^e>tc 
^0^* L < 150* /t{i200N/an' J; t) V^) UTnT^ttT^ D . 

[0 0 6 9] 
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[0 0 7 0] 

[0 0 7 1 ] 

^mmi io^zfm^(D&^ (.mcm^-^nrjih^tiK mn.mmv'y^^^. u^mm 

[0 0 7 2] 

i^B^ms isi4P^^i4j*p;g^s (copD) . i^mms^iit. uttRflStt 

mimm-r^im^. m^iisfa.mmm. m^w^Bm. i^m^mm. ^^xs^m ; 
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[0 0 7 3] 
CO 0 7 4] 



(30) Its 2003-525243 

[0 0 7 5] 

mmi.xt>^\^\ mmKwmT^t. m^^mmiat. i/^<03b^cotitt*5cj;o*is 
mcomm m^i^. mmik. mm^0^. miLmmc^^^m . p:i^±mm(Dm 
mmm. ^^nmm) ) ; w.mmm mmt. mwt^. mm^^^ ; n-^^m 

(Omrn (M^li^. 1tM^3^iia. (Mycobacteriu 

mm mmt. mMnmmm^^xsmm.'^A^nm^^ t'^^^o m^{^. 

[0 0 7 6] 

r^mmfj'r-T-fW PM4?-h. vy^-^ji^mmiJT—'Tjv. nm^x^^y^rc 

yh'^m^y-y:^. 9\-mmmm^m<:rcib(Dmm<ii!!}^rcimi^-cy-f'yyh 
lUD) t3^tf=?npimmm^m<^rcib(D^M^^ts:> . mm^y-f^i^v iwM 
yf^yv. mm7.7-yv. itM@s;?7 7^-7^;K mmm^. i^Tcimmm^m 



(31) Its 2003-52524 

rciixD-^jv^y (muitino) -o-f^y h:io^zfm(D^ yy^y h ^ m^h-Cpter 

Vh^^ (dacrosystalrhinostomy) <D/5:46cDgiJ^. ^IMlfil©ff^<0/£:i6(D^^iJ 
-r>'y^>'h. ^mmY\y^y(DiXmh\.Xo:>^')\y — (y (glue ear) ^fctilS 

y^yyvKiz^^-r^mm^mmcom^. ^mtitviS4^yy^yh^ . ^jcfctf 

CO 0 7 7] 

T'yh C-^mxy^yh. mmm:^7-yh. jtrnx^yh. mwxy^yh. ^)^x 
v-yh. mmy^v-yh. mm^s^zfrnrnxT-yh. mmy^r-yh. MW7.v-yh 
> mny.'ryh. AExx>h> wmmy.v-yh. ^^zf^mxm.m^xT-yh 
^^ts) ^i^mr^ctif-v^^, :^f-yhitmmffnt>mmKX^v^^i.. ^ 

768,523^. mm ^\^y'uY;Vmmmj : ^S#fFll4, 776.337^. IgM T^ft 

^H#fF^5.o4i,i26^. mm ^ikmfHxy^yhiimmiy:xT-L.i imm^mffms 
.052,998^. ^ rmmT.T^y h tmmmA ; ^mmmm5,064,435^. mmr 
^^^mm-^^^T^^E^mmiiXT.m'^j ;^HiffFii5,o89,606^. mm r 

E¥6^j;Sffl<D/c46(D7j<^m'tt^Mt: K a ; 3j^H#t^ll5, 147,370^ 

\ mm ^^^mm(Drciib(D=-^y-;v:;^-fyhj ; ^H#fF^5. 176.626^. m. 
m rggx T^yhj ; ^p#fF^5 , 213 , 580^> WM r^^^l^Ji? y s'-j^p^ ^/ 
-Vy^mj ; *5j;i;^a#fF^5, 328.471^. rtti^^4^fli§gi:fte(D^^ 

[0 0 7 8J 
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jV m^lt. Hickman mU^m) /Broviac mm^m) *5<fcOGroshong Cmm 

A^'btir—'r^V (PICCs) ^^^o ^mt. M^;^f— (Williams^. 1 
990) ^^tst^r(Dm(Dr^-iiXmM<y:>^mm (Ascher^x 1993 ; Decker i:Edw 
ards. 1988; Earlye). 1990 ; Lain6. 1994 ; Press?). 1984 ; Raad6. 1993) 

[00 7 9] 

^n^mm\cn-r^mm^m^2;iW^VTit^m(Dm^it. wiseman d.: .i^u-^ 

. 1994 : S^3^- y-rU— • T>F •*9-:/X (John Wiley and Sons Ltd.) tcB 

o m^co^WMu^hfif. mt^^^ I't^-x (glide sheath) (om-vmmm^ 

[0 0 8 0] 
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[008 1] 

^m^pimK-r^o \o%^vtu~jiy(Dmimi:'^mmc-$n. 2mM edac (7j<^ 
mm-^n^o t!:/'fV7-iyy^^mt^y^)\yKit. ^-yh (n=8) um'^^ 

[0 0 8 2] 

^m^(D^^m^\\.t^ m^(Dmm m^i^. w^m. -?-xh. y^?vj^^ x 

[0083] 



(34) 2003-5252 

hU^^-g-t?) . ^V—Vm m^lt. EDTA) . aj:tfflfiO^^ 
CO 0 8 4] 

x^^- m^ii. mu. mn. -^^^mcm^m^c. mmn. mmn. ^^mt 
CT. MRU ^mtnumi^^^ ■^'ly^.^m^^T^ t>^^^o 

[0 0 8 5] 
CO 0 8 6] 

^ (McCarthy DJ^. Arthritis and Allied Conditions, y ^fjVy -(T : Le 
ai:Febigar. 1985) o ^mMlt. M^^«140Mgi53i^S#^. mxtmwm(Dm 
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[0 0 8 7] 

) Cm^l^. Jackson JK, J. Rheumatology. 24:341-348, 1997) o ttffpm^M 
[0 0 8 81 

/^^^cDjai^if^^ttc. -r>^— n-i':^^/-! (iL-i) tmmmw^ am 

[0 0 8 9] 

CD73fi^;b'^{^ffl-e^. mXl£\i3zimmm (cam) T^y-t^j&^^fe^o lfilWJf$fi5c«. 

ffMii. CtDJ^MOf^^. 1114ffilC^^^ (Jackson, J.R.e>. J. Pharmacol an 
d Exp. Therapeutics, 284(2) P 987, 1998#B^) o mmic, ^7]^<0M;?)^ffM 

<(Dmo:>mm(Dmm^mm'r^^tti^l:^ (Cautum, S.C.e>. Biochemical Phar 
macology. 55(8), 1333-1337, 1998#M) ^ ifilW?^fiJcO-r >'tllf (Ar 



(36) #g 2 0 0 3 - 5 2 5 2 

biser. J.L.e>. Molecular Medicine 4, p 376-383, 1998) o i^ti^L. ik^^ti 

[0090] 
[0 0 9 1] 

mmm 

[0 0 9 2] 

IB etc. 1500~2000(O^mS5lfflJ3S (A7r5^'y hJE<Oflt;^i!jM) ^/cfimi^SB 

;Vf-:trV'-;i/:>^:7x::i;i/-r FJ^ (MTT) mux. 3TX:X4 

*P^/Co 7'P-h^30^S®jL. 562nmTBK7^;g;&MA./Co gE^a^O«tC cJ; ^ 

^^mm<Dmmyu^yh:^mmLx. ^^mmm^m^mm^mKmmh. «(d 

[0 0 9 3] 

tts (ic5o)«. ^n^nesrMti .6 ^Lmx$>'orco :^yyh^i^yic-my5(ommk 



(37) 2003-52524 

Co 0 9 4] 

5o%(DiiFm^^vrcmnm&ii. 5.6 /xm (jg^^in^) (*^) 15 hm coch 

[009 5] 

mmmm^mmi.rco mmmm(ommic5o%im^^^tmmmmit. loonM cf 

4^V>'l/e>'>^) . 4.3/iM . 3.6/iM 43cfct^l5/iM 

OnM (F4^y;pe->» . 2/iM (i^au^UZ/) . 2.6/iM (y;l/A>'^^^) :j3<};tf8 

CO 0 9 6] 
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^Ctti^-V^^mcDy-y^^lCit. If (caspase) 3^«^/c«mSD 

Tudan6. J. Rheumatol. 27 p 2463-72, 2000Je:|¥iZii^nTl^^o 
[0 0 9 7] 

x4-Xh^>tfc^i::7^'n-;l/-?-^M^L>^g6) iCci:?). ifP^t h 

;^;l/S/'>A2 7j<fp!|% (CPPD) (D^^Bt. 37°Cl:imm-<y^a.^~hl.rco :ki^ 
mM^. -^y-fY^iyy (O.l/iM) Wt)^/c(i:^b"e37°CT-4^P^-r>^4^aL-^— 
hL/co a^cD^{We>(D$fit'^7'Un-h (1 xio'm) 480/iltD^<!S 
/^'y:7T— (0.6% SDS. 10mMhUX> 1 mM EDTA (pH7.0) ) JCg^S^L. W 
L<ii^?^. 5M©NaC1^120/Al?^i;nt^20^^>J<±tC]55(«L/t„ *XM— tfS^lDN 

<Dmmnm(D3^^mmi.-z. mmn^m (;?jx^^— trs^/ttioNAffn-) 

■r§ili:*'«T#/'Co •9->':/;l/^14,000rpm T4"X:T20^^tfc^^-l^rco ^l^^yh 
fco H.OOOrpm (4t:) TDNA^&jtl^^-t^, -^l^^y h^SL-TC i:3S:< . 75%3i^y 



(39) ^fg 2003-52524 

(l/i lOlng/ml RNaseA iyr}\y^i^T (Pharmacia) ) ^W^^50%TBE) 

i20%y^n—}\y^—^ CyTJly-rZyy (Pharmacia) ) . 0.1%y^nt:7 
«M?*»J^ff</\ ^AiC'^;\y^mit:r.^i^'^A CyrJl-^iyT (Pharmacia) ) T 
[0 0 9 81 

If 3?gttfm. il«D^^<Dmi5C»4^'y h (caspACET-y-b-TI^^ :/n 
p<;9''9--rai>T--i':7^ >y ^ (Promega Scientific) ) ^l^fflLTjfliJ^L. »M 

DNAii. mig(04^«y h (mm^M.miiiEUSk-^~V>:ff v^/n-<A (Boehrin 

ger-Mannheim) ) ^^ffi bTSO^bfco 
[0 0 9 9] 

TO^^-y^y^>FDNA5i5f'U>'y^^b/'Co <lc05^^U^^^{i:. 

0^cof^m(Drcib<Dm^mi\x$>^ct^7jkTo ^com^m. mwi^mmcDmrn'^-' 

[0 10 0] 

t!x/^—{f3t m^nmk r-j^^ ^m.m b t , ftiio h 4^ ^ y ^ ^ — tfv 



(40) ^tS2 0 0 3-5 2 5 2 

[0 10 1] 

^\y^:^mmitmmm (hbss) pm A^i^mvrco -r^xcoitmmmit. mem 

mV^l^^m^it. i^y^^S^tuVn (Slgma chemical Co.) (-t^/h;V-rx. ^ 

o CPPD (Hf4^3^) ^m^mmi^. mcmm^tiri.^^ (Jackson JKe>. J Rheu 
matol, 24:341-348. 1996) cfc -9 teittt^^^L/co mmW^X^p^mt. lOm^ 
mt)m33%. 10~20mm*^38%. ^LT20mmd: D;^^l^^*f><D*^9%'T?feofCo 50% 

y^^yit^n-ofc. ^^H^?&i^«^37°CT30^-r>'4^i^-hb. lOOOXg-?? 

%-r4^X h^^^TSOO (:7T;l/ViyTLKB (Pharmacia LKB) . /^-T^T^^y n-:^~ 
AB. "^-Z+J-^. BOml^ig-g-L. mP^?tl^^-li:/'Co MMfl^tcM^ 

g^lXb. 5ml>&. ISml.l^UT'otf L^>fS)^S (n-:n>^^^ (Corning) . 
— ^^) (+'c7)5ml(7)>'-Y3— ^ (:7r;PvS/r (Pharmacia) ) icmmvrc 
o 500 X gX'SO^m'L^^p^m b /cm> 20s<Dfg?Si/ a ^ ritf^m^ \yy h b 

mm(DrcisbKmmi^rco w^m(D^^mtitmmii. m^-f9o%^K>±^t)^-Drc 
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[0 10 2] 

e. (omr^^. mmc .i?yi/-7^ m-^ b e s x i o' mm/m i x^ttf^^mic m^r 

[0 10 3] 

cppD (50mg/mi) ^mT^mss^sxio mmMi<Dmmmmr\ itmmtum^ 

MKiJUXfco UM^IC. HBSS4'25%DMS0(C^jgLf£:10/i 10;l/^y— ;l/^AP;tT 

. 1 iiU(Dm^mm^mr. ■^^^fjv^^u-^vx^ ^^p^ii^mt^m^Lrco it 
^ (^•r^;n25o) ^^fflbT. tn^-b/co Mmmmmii. mm. mm^<^xj^ 

[0 10 4] 

rco <l(D^^J(7)IC50(i. 0.5—1 lig/mltDlSHT^ofco >>':x^UZyit. MSUM^g 
[0 10 5] 

^ i: . $f ^^smtOPflS:?)'? l,2:^>'h:^y>'-^l.4:^:7^^y>/.};t)ii;()^ofco 



(42) Ifg 2003-5252 

m^^d^a^jVmm-Vit. mmit : :r.h^^iyh' (lO/iM) . 25%; F4^y;l/lf>' 

y (10/am) . 13% ; io^zftiy-fhr-iyy (5%) . 2%T-^o/fco 

CO 1 06] 

AC ('>v>LNlli^ 3^) (g*li^;SF1.2mg/ml) ^Atl. <y LfcMI^®^ 
»LT«^S'(4{t:L./co MmSfP^ic. Ml^e^^l 0.000 xg-ei o#p^jS.i:^5)- 
ML. ±?f^»LT. SSOnrnT^^^JST^y-b^^ffofCo ^K^Mi^W^IWID 

3 fC^-r <fc 9 JC. :/;VA>'^4^>'«. CPPD*S^^/-ciifMLPtC<j;»5?g14fk^n/-c^fFtf' 
[0 10 7] 

25nig«DCPPD^/'ciil/iM<DfMLP (0.5/xMcD+>--i' F ;?7^$/>^B^'g-t?) ^^WT^ 
X'y-?>F;l/:7M!^e^, 37°CT«#bfCo Mf^mc. 37°CT0.5mlCD«^ljp 
^> ^^Ji:itJ$LTSJS^P^^-ti/-Co M^^^P^tC. M®^W>&lG.OOOXg-eiO# 
P^i^>L^^^L. ^<Or«y-b-riDfca6ti:0.4mltD±?f;&-20'CT^iS#LfCo ^xn-^ 
;l/;^4^iy^5r— If (MPO) o-^:^m^;'i;^y<D^fWc#'5 450nniC»nS7^;e<D± 

^iC.fcDSiJSb/'Co >^T— (7.8mg) 100inlcD0.1M^a:y^/^^y:7 7' — 
(pH5.5) icrg^^L. Iinl4^i^>y FtC0.89ml(D>^T— >^i>>r§?^^*P^. :^^tC50 
ml<?)l%FU F^'XIOO. 10mlcD0.05%ji®?fl:7j<^. 43 j;t>50mlO^^-$fflia±?f 
^MiXfCo wmmt. i;JLT(Dmm Vy:z.i/V-y<r>m\L (nmol/^) =50AA4so 
^^^LT. I'^^f^^KX^mm (450nin) (AA4so ) jb^e>?^^bfco 

[0 10 8] 



(43) #g 2003-5252 

[0 10 9] 

^^immymmm cldh) (Dmm^. micnm^tixi^^^ Oackson jk6. j Rhe 

umatol, 24:341-348. 1996) ^oicWl^i^fCo ^jVLs^'^^Z/ (^^ti#^Eb^l/> 

Tim.^V') v:ymmK^*^m\^t^}i. soooiu (*5<j:^) t^o/co mih^ntc 

[0 110] 
[0 111] 

MKm^ (2.5xloVinl-e) . 5%)3&M^lfil?f (FBS) ^-^WT^Ham' s ?12i^m^ 



(44) #^2 0 0 3-5 2 5 2 

IL-1 (20ng/ml) ^^^U— hlcMX. BlClSPf PeS-T h 

±rm%^m^n^rco mmm-^yfj^ (15 /ig) \%^i^yjvrp(D^)vm 

32 32 

32 

n-:7\ $5^Zf P®il^^"U-ir^;l/xli FU Fny-^^-tf (PAGDH) cDNA 

micmm-r^ct^^^ ixio' Mcom&vii-mmii^^^^'^~-{fmi^^txh 

CO 1 121 

m-t^^hr^<.. ixio' MOMJ^TIL-I^^ttn^y-^— e'MfK^i:X Fnp< 'J 
[0 113] 

>'^3^i03^V^Pfl^;^)N^feo/Co 1X10^ MCDitja(DF4^y;Hfi^:/T{i. 

fco r/^PA/^^^^^ii. ixio"' M^oma[7?IL-lm«^4^^>y'>:^— irae^txhn 



(45) #^2 0 0 3-5 2 5 2 4 3 

=^y(Din0im^m^^Mmi^. cneto^^ijtcov^Tixio* ~ixio^ u(Dm& 

CO 1 1 4] 

[0 115] 

tm.7\<:^W3^^rco <in^(Diy—h (4cmX4cin) 70%Ji^ y—;\y^mMl^XM 

\^^-n(r>m,z.'HM^mco ^<0<'r^t!i/-tr>y hT#3bHc^^LT. i:5b"SoTV^JS: 
~3cm(D>^#^ii:LfCo ^^C7^:>&{^^Lfce.. It^^M (CAM) (iinti:. 

:7^';VA;&0Mc#{f LT. 7X^M®>'^^ hT':??7>'^-L. 

cAMtciig?T:^-fex-e#^cj;-9tcL. EofMtcsjR-r^o mm^^m 



(46) 2003-5252 

MfDim^. mskm:^^-ji cerate mmcDim^o. u 2. ^rcmti^xm 

1 umikmm'p 

2 »J^l^«y hcD;^^^ (ii:@2mm) Tfe^/jN^l/^^jfliWy"— 

3 iS@4~5mm<DiSlfilWy— ^'o 

CO 1 1 6] 

mm^mrnvfco Mmpci^uyh i^^^hv-i^iymv) xmmi^rcr^x 
(Dcmit. skm^<D^^^mm^^i.rco o.5%(.?cucMi^xMti^^i&imm 
(Dt}>:/h7->^yxit. fkmmm.(Dmm<Dm^mmti^$>*:). 5%m&xit. 29<dc 

[0 117] 

mil 



AM) om^Tr^-Tc 



mmm& 
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20 
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[0 1 1 8J 

mzit. umi^rcT^r(Dit-^!^o:>m^^m^-r^o 4%. 8%. 15% cpcuc 

^LTw/w) (Dmm<D:iih^iy}^t. i^m^V~^—^Uy h (10%^ h^^v'.i^U 

5-D(Damt^^:^mm^^hrc^ o.5%~5% (pcitc^LTw/w) (Dmm<D\^^y 

fl^\£iyyii^ lo^l^<-r^T<DCAMT^ifiiSffM^PMb/-Co 5%<DK+y;Hfi> 
{i6%(w/w)^fci±f-^#.-i?Uv — -^u-y h (10%p< h^v-.-J^U Ji^I^^^^Un— ;!/ 

) TMLfcCAMii. JfiiW^<D^^^^M;&^Lfco 
Co 1 1 9] 

C^2] 



(48) 



#82003-52524 



^ifiowc^ii, ^Nrosc (CAM) ikwmf3i<Dmmmv. m^mmm, ^tc 



1 mmymm 




; 










(;:^nT=0> 




(X3y=3) 


X hT}?!^ K4. 0% 


2 
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_ 


Xh^Jtv- K8. 0% 


- 
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_ 
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4 


xh/Kv'H-MEPEG 10.0% 
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5 
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20 




H+yjl/bfi^> 4.0% 




4 




H4^V;Hf->> 5.0% 




3 




/3^An> 1.0% 


4 


2 




B^/KZ2> 4.0% 


4 


11 


6 


/3^/t3> 6.0% 




10 




i3 5ytri>-MEPEG 4% 
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:/;t'iNn^> 1.0% 






2.0% 








41 







CO 1 2 0] 

:^>-/hy^-» (Sigma) .1?U (L-?L^) (5^^«2K. Polysciences) <D 
5%(w/w)M?^«t>tc:, m^<Dit(DmmM:^V^— (0.5 : 100-8 : 100 (w/w) ) T 
?§<!gL/'Co cine><D#^?glOmlJ&. SOOrpm-e::^-— 7^— Km#b^/5)^e). 2.5 
%(w/v)04^'J e^;l/7';l/n— ;l/ (PVA. ^?»13~21K. Aldrich) ^^glOOmKf 
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^mmh. »J^60/40(v/v) T-fe h n h ij ;V7i<:M^mfpicmiiH.. 370m(D-^m, 
[0 12 1] 

mmmit^mmuyic (pbs) (pH7.4) ismwcxnx. m^bmt)^iE>(Dmmmih(o 
M^pj^bfco n=4o ^n^(D$mn^, srpmV37wm^(Dmm$im-^'it 

^))\^/7)^/m&mm (^n^n. 80:15: ^m-^m) icmmvrco c(Dmmf^(D 

ijyyVr^yyaymm.^. ClS HPLCS^C^D. waters Millenium HPLCgg 

: ^iljffl ; 77%TEA/^ 'y:7r— (TEA : 1 % h U >'7j<^?S. pHii>J<it 

^TS. Steles Lfc) *^e.23%r'tr h^M;;K : 1 ml/^. Cisy/V^^y^ 

[0 12 2] 

:/;l'A7^^> (Sigma) vi<U (L-?L«?) (^^«2K. Polysciences) <D5% 

(.Mmm^immi^r. mmn^-v^—hu lo (w/w) cDftmb^tt/co cto 

^rSlOml^. 500rpinT':t-7^-^>y F«r#L:0:*'«e>. 2.5%(w/v)0.i^U tf^;!/^ 



(50) i^fS 2003-525243 

;!/ (PVA. ^"^^Mia—ZIK. Aldrich) mim00m\^K\£^y hum^rco 2 

^MLfco ^mi^fcm^. mm:^v^—(D5o%^m^^mmrmr^ 5o~9o 

/-Co . 

[0 12 3] 

ou>®?MW<k^S:^^7j< (PBS) (pH7.4) imitt^^cAnr. i!S/h^3b^e>o:/;i/ 

A/^^^'^^M^DJiiS^ill^LfCo n = 3o cnecD^j^W^. 8rpmT^37'C-??M^ 
^DNpP^^i^^•^^-fCo ^IC. IS®m^5000XgT10#P^ji.L^^^^b/co 420nmT^tl:J 
»J}COi/>T±?ff>g:iiJ^L. :^^JCJ^^L/co ^^tc^^^/^m<: l^ll^Dif»^^^y7T 
-^j!}^^. MmW>&li#J^-l±^*^"e>37^-eif-r>'^^-^-hL/co ^tb{i:> liUS^ 

[0 12 4] 

li7';l/n>^ (•^FU'^AJ^. g^^)^. Lifecore scientific) 4ml© 

M-^Lfco ^li^J OKm^ti)\y:^^i^^^ K : EDAC> Sigma) SJ^MfiZmMT' 

i^y. /S^^^ny^fcti:/;!/^/^^-*^) Img/mlTJi^y— ;HC^<^b. 400 
/il<Dii<7)^fi>&4ml<DH7';l/ny^^?S4'tc:tr^>y hTAti. >y 
-a-L/co 4micotir;l/ny^-^^Mrg?^4ml€)-r^T^. iSS2.5cmO 



(51) #^200 3-5 2 5 24 

CO 1 2 5] 

fO^M-^lOmlOPBStcAn. X-r->'UXOg^-eiiL^b/co 5mltDn-:i-^^y — 
/^4^>Jc:oi/^T. ^n^'tlSZOnm. 222nm. 256nm, 254nin. *5<i:r5420ninl?®7tJg 

jSJcdbtt^^H 8 tc^-To <in^(Dy^;]/Ait. cnB^D^ijo^n^ntcov^T 

CO 1 2 6] 

499mg. 495mg. i^rclt450mg(D:iL^UyWm\£^Jl^ (EVA. :^^«S^50K. Poly 
sciences) ^^'t^:^Z/'/hv-iy> (Sigma) <0 K 5 mg^ felt 50mg(D-^>yj\y 

^m-r^iomg(Dy ^ jvL.:^mrco y ^ ji^A^-m^m-^'^r mmm^) . :7^' 
jvi^mcmm(Dmm(Dm.m(D^^m^^m'^'^tircmity ^ ;vi.^i^mvrco 

CO 1 2 7] 

:7-i';l/A<D5mgO^M->&. 16ml(7)^-V >y U 
^m^myk (PBS) (pH7.4) 15mli4itcAnT. >'^;l/A;^)^e)<D^mmo3gig;& 
Wl^hfco n=4o cin6©ii)i^W;&. 8rpmr37^-??M^<D^P^lE«^-li:/-Co :^ 
tc. Mi^W^2000XgT55}-K^>L^^^L/co ±Tf^^t3. lml©i^^nnp<^ 
^/^|gML:Q:^^e>j!jn^/co ff^=S:PBS^^fDM^W4'-e:7^;l/AJC*n^. 



(52) 2003-5252 

V'))\^/7\^/m$Qmu i^tn^n. 80:15: 5U-^w icmmi^fco ^(Dmm^ 

(Otl>yhy^iy:y(Dmm^. CI8 EFlCmiC^O. Waters Millenium HPLCS« ( 
: ; 77%TEA/^'y:7T— (TEA : 1 % h V ^XDiHmm. pHii 

[0 12 8] 

98ing^/c:«95mgOJi^Ui/g^i!trn;l/ (EVA. ^^-^S^SOK. Polysciences) 

>&-a-#-r?.-9-i^y;l/>&. 2nil(Dv'^^nnp<^>icr§^b/co 200/i lo^r^^gr. U 

o 

[0 12 9] 

^^-^l/AlOmg^. 2inl04^^^y:/{xJ-^Ji'y^^^ K;l/-7a«@^®fficDU >mmmit 
^m-^iU7i<i (PBS) (pH7.4) l.SmlfftcAnT. ■7i';PA*^^<D^^Mdi(DMjg 
^jfliJ^LfCo n = 3o <in6<DMmW>&. 8rpm-e37'C-eM^<O^P^f5#!l^"^rco 

43j;tf K4^y;l/tri/>'tCOl^T. ^tl^^n222nm. 256nin. ^/'c{i:254nmT\ 



(53) 1fa2 0 0 3-5 2 5 2 

[0 13 0] 

5mgC»:/;I/i^>'^^4^> (Sigma) i:95mg(D3i^l^:/B^^tr^;l/ (EVA. ^?S*^50 
K. Polysciences) 2 mlcOS^^nin^ ^ >(C?§^b/co 500/ilOr§M^. 2. 
5cin(D-r-:7a>7=VX^Jctf-?«y -l?^^^t^-t^T. 100/iin©*5j;^(^ 

CO 1 3 1] 

7j< (PBS) (pH7.4) ISmWcXtlX, :7 ^ ;PA*^6<D»MtbiOjSje^?giJ^L/c 

o n = 3o cti^(DMMm^. 8rpmX'37VTm^(Dv^mmm'$'^rco urn 

@*2000xg"TriO#P^^.L^^^^L/'Co ±Yf^. 420ninT\ jUtm^tl/t^^JlCOl/^T 
[0 13 2] 

ti^yyV^Vy (Sigma) ^^i^U :^y^n^^ h >' (PCU Bermigham polymers. 
^?«54K) 1 : S^fciil : lO(w/w)(DJtT\ 60^1?. X/^— 7^;l/TJii 

■CtCT^l-a-LT. 20%(w/w)O^ h4^iy.-}?UJi^lx>^Un— (MePEG. Union 

Carbide. ^^'-^MSSO) ^^iljPbTf&IRLfCo PCL (=/- MePEG) 

18y-S^thT56X:TaAT*#/'Co MePEG^jbn^Si:. Xh7bMg?S (3^50t:) 



(54) #^2 0 0 3-5 2 5 2 

CO 1 3 3] 

mit-^^. ismiopBs (pH7.4) ^uf^icta^fco umnmiw^Bi-^^fc. 
) icmm-^'iirco ^(Dmm^(Dtjyyh7^>':ycom&^. cm wicmici:K). wa 

ters Millenium HPLC^M (^{^ : ^ifj+g ; 77%TEA>'^«y 17 (TEA : 1 % h U 

tint. wm(Dm>i(DmnMLm^^zf'?r(D'i^(Dm\^mm^^wi.tiiimmfi^^-orco 
i^yy'V7-z^i^o:>WLti^Mm.^ii\\M\^rzo :^yfhf--»(D<in^(D^—x hUM 

[0 13 4] 
\,tB'yJ\'=iy 

K4^y;l/eiy>' (Sigma) /S (Calbiochem) (D^^ 

yy}V^. if-^)f)fWy^Vy (PCU Bermigham polymers. ^'^?«54K) ct^iCG 
0°CT\ X^^— r;PT^^LT. ^rc\,tt^X(OmmmmKrj::^'^-(s, U-^]^ 
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[0 13 5] 

-h^. zmicDJLy^-yiijvyumncDmmcmxL. ^^^Lmit^-^rco i.sm 

1<0PB$ (pH7.4) ^ta^^ UmMK^^>y:f:^h. SlT^—yi^fpX'Mm^'itrc 

. F4^V;Hf>^>^. $5j;t;^^/^n^tCOl/^T. ^n^'n222nin. 254nm. 
256nniOnS^mCcfct)^^*fTL/co mcPBS^mr. frP^fePBSTg^bfCo ^TtD 

o 

[0 13 6] 

iyg. y P >- 

^''/PA/^^^V, ix^yn^', ^<^:tf;^:^>>':t>' (Sigma) cDlOmgcDif ^^T'/U^^ 
. 90mg(D^-V:^yt2^^ h> (PCU Bermigham polymers. :^^a54K) f^lCQO 

[0 13 7] 

-h^. 15mlo:>:»^^Xmm(DmmcmXhT. If^m^mit'^'^rco 15ml<DPBS 
[0 13 8] 



(56) #a 2003-52524 

^1?U (?L^) ;l/ (TB. Angiotech Pharmaceuticals. 

^n.i?Uv— 54mgOp< h4^->vi^U3i^l^>'^»Jn*-;l/ (MePEG. Union Carbi 

de. ^j-^asSO) tSO'CTtg-a-b/co <l<DU^mc\Omg(D:tjyyh^>^:y (Sigma 

. CtD-^—Xhti. 23y->^i+T?iA-Z?^rCo 37t:tD7j<ttlgiifii4Jti:T. in vitro 

b T 6 mcD^ VT"^ > h ^ o /Co h e to^mm^ssij^-r ^rcmc 

?S^bT«l^/Co 5ml<D?^PBS (pH7.4) ^ijD^. 4 mP^^— X h ^^Slfb^ 
•lir/co PBS<0±tC 5inlCDn-;^-^^y— >'Wr;Hc^-\' «y :/^L. 37^ 

CO 1 3 9] 
[0 14 0] 

lOmg<D:fyZ^':fh7^->y (Sigma) ^1.2ml^D^^^p<^;VX;l/4-^4^^>' KtC^^/Sb. :^ 
iC2%mm'P(D2.5%(D^h'^y (Fluka scientific. ?g?K4ml4'JC 



(57) Its 2003-525 243 

Tfe*). ff^*^35/im-e^D. mmm^Bit. io% (^h-y-^-tcMLT) (ommr^ 
H7.4) ^\cKn. m'^(Dm?mrc-vmMZ'^rco y ^ )vi.ti^p,ns^\icmii^^rL 

CO 1 4 1] 
[0 14 2] 

xh.i^v'F (Sigma) . K^y;pes^> (Sigma) . ^cfca'/S ^/'^n:^ (Calbio 
chem) <D"9- >i^U (L-?L^) (^^»2K. Polysciences) <D5%(w/v 
)r§?Stc^<KbT. 140 (w/w) (/s^/^n:^) S/stii : lo 

0 (w/w) (xh.i?>>Fi:K4^y;Hfi/:x) (Dgmb^t#/-c„ #m?KlOml^. 500r 
pmT^-— Fiti^l^L^;^)'^^. 2.5%(w/v)iD4?U If — ;l/ (PVA. 
:9'?«13~21K. Aldrich) m^^lOOmlfftClf-^^y hTia^/to 2^P^Mm^. PVA 
/^/J^^M^?^^. 90Min^ti:50/iin<D^VHcav^T\ IS/h^<D 50—90 mH^^^^ 

^^^SWTlf/c (g^UOjJ^U-^— <D50%^M;^^53'-^. 50—90 /imO-9--fXIB 



(58) «pa2 0 0 3-.5 2 5 2 4 

mmi.. »J^60/40(v/v)y-fehnhU;l/7j<?:g'g-M4'tCiftmb. 
XhvKv-K. fccfctf F^V;Hf iy^'lCOl^^T. ^n^'n256nm. 222nm. $5<j;tf25 

JCh.i^v'K. :i3J:Z>'F4^y;l/lfi^>'tCOl/^T. ^n^n97%. 68%. 43 
[0 14 3] 

M«{b^S:&ig7j< (PBS) (pH7.4) l.SmlcfJtcAtlT. cin6c3D?S/jN^3b^6<D^ 
mmtOMa^ffl«J^L/Co n = 3o ^ne><OMMW^. Sppm-eSTT-rM^fO^P^ 

iEfij^-ti:/co ^^ic. mmm^50Qoxg-eiofmmJi^'7^mLrc. 256. 222. *?<fctf2 

[0 14 4] 

y^VA/^^V. iy:xyu-y^ ^^XSy^-Tiy^^y (Sigma) WZ/'fjV^. 
tifu^i^hl^ (PCU Bermigham polymers. :^^M54K) <D 5 %(w/v)^?gtc^ 
/KLT. m^m4?Uv-*M :50 (w/w) cDg^lt^tffco ^^^SlOml^. 500rp 
mT'^— FiSJ¥b:&*'«e>. 2.5%(w/v)<D4?U tf ;V (PVA. 5^ 
?«13~21K. Aldrich) r§?^100inl<t"tC tf-^-y h TJp^/co 2BfP^«m^> PVA/ 
^S/Jn^MM^. 90/im:^tC50/xin©mHcai/^T\ ^S/J^^<D50~90 ^ m®:^^* 

^^^lK^"T?#/'c (i^^i^n:/. ^•fi^;^-^. :Jo<i;tf >^;l/A/^4^>tcoi/>T^n^ 
tl59%. 50%. *5<fct>*54%*^50~90/iincD-9--rX^H) o »JC)$>fA?iJ^^. 1 m 
l(Di^'^ n n p< ^ L. »J^60/'40(v/v) r -fe F ::i F U ;l/7j<ig 



(59) 2 0 0 3 - 5 2 5 2 4 

^n420nm. 422nm. J;m40nm<DRlMnR7i6iaT^^''*ft-§ iltCcfc 0 PJ^bfco 
^ V ^—fp(Dmm(DmX^mit. Z^a. y;l/A/^4^:/iCOl/^T85%T^ K> 

[0 14 53 

M®^t^S:&J^J< (PBS) (pH7.4) Imlff tCAtlT. cin6<D?S/h^A^e>iO^^J 
ffil^-lir/to :^tC> ffiS®^W^5000XgT^10#P^]®.D^^bfCo 420nm^/-cJi340nm-e 

[0 14 6] 
to 1 4 73 

^M400g~500gcO'i7^';^^-^«y /^^^y•e^#b/co mW^WcW^ 

^Ab. :fe<Di^i[iiittcJ?b3^^. :^7j<Tv^;V-^;&|^e>^-^fco mtsv—y- 

^■lirfco M;?7-r— ryl/^lxDffib. :$1^g|5TOMO±-e^^^>&|gA./-£o i %. 10 
%. :BJ;tf20%cD;^7>':/b-ri/>'^?^«b/cai^U^/@^^e^;l/ (EVA) ^-f/V 



(60) 2 0 0 3 - 5 2 5 2 

A (0.8X0. 8X0. OlScm) ^6tf^C;^7^>^^■r-->>cD*S(,^^^H^EVA:7^;^A;&, m 

[0 14 83 

^!^#6^tcpfis^nfco ^^^mmit^ 2o%^mTm^'^n. ^s^mmit. 0.2 

ii^^-otco 0.2% (EVAicMbTw/w) hh^^i&^^fjyf Vv-yiymmt)'^. 50%^ 
^mJK^^^Pfl»-r § Olc?^^^;&»j;&i6Scai b fco 0.2 ^ ;57 >' >^ h 

[0 14 9] 

Tm^^n/co 2%?t« (EVAtc^-r§w/w) OK4^y;Vt:>^>^^?t^LfcEVA:7 
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[0 15 0] 

jA^. :^^7jcTv^;l/~-^/;&|^e>^-lt/c:o :^7^— r/P^^SdMO^Stcr^oT 3 lei 

^gP^KjMO±T^i^^;&jig/uf£o ^1-°UV— Xh (40%hU>^n^y^ (Angi 
otech Pharmaceuticals) t60%;>< h^S^^i^U :ii^U>'^^i; (MePEG350) 

[0 15 1] 
[0 15 2] 

\^y;Vtiym (HA) >1^U"T->'>j';l/AOW?J)14^Mi^b/c : ;^7i/:/hx>->2.5 



(62) #11 2003-5252 

^ttfco SU^Djk^fM (separate control) LTHA:7^';l/AOjgffl>& 

[0 15 3] 

A. 

i*M250~400g©Sprague-Dawley^'y h (SIlSEE. 1111525) ^^/Nn^V (5% 
) -VrnmL. 1.5—2 %/Nn^>TV-X3i->tcJ;f5ffi^f bfco ^M^frTl' 

^^i^^tfo/to JMSP^D^^^ij^). mj^fe^f^r^ii^. m^mi::3mmmi.xm^^ 
T. mmm(D^^K i xi.5cinO:g:^j^<D^nB>&vwco mm^^z^^^y b-e 

«^lcm) tCtD/tt)> \.5cmmm(Dmcm-oTn-Drco l 0<DMT?<D*^. CfDiSf^ 

tc^Dttjifii^^itMb. i^f^*^^<K^^T?^ofco y^-v(D9om(DC'rK>(Dm. ffii^o^ 

[0 15 4] 
CO 1 5 5] 



(63) ItSZ 0 0 3-5 2 5 2 4 

hs;^'-b^:^3 ^(blunt dissection)JCj;D^'^^BlBg-e^o/c ; 2 : 

[0 15 6] 

(n = 4) o BSiL^tl/cinitM (b4?-f V^^— tf-O'lilf 
[0 15 7] 

mil 

[02] 

(A)cppD^^. (B)fMLP. t.rcit<iOP}iikK^K)mm'^n^u^n(Dit^^mcR 

[03] 
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[0 7] 
[08] 
[09] 

h U:/n^y V— /MePEG (40:60, w:w) ^—7.yi:i^^(r>tsyfY'r-y 

y (10%) tDjKcdb^^-r^^5>'T^§o 

[010] 



(65) 
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[01] 
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[0 5] 



[06] 
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#a 2 0 0 3 - 5 




BEST AVAILABLE COPY 
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